Objective: The objective of this study is to examine the impact of vary doses of buprenorphine on anxiety symptoms in opioid-dependent inpatients over a 7 days period, using a randomized controlled trial design. Design: Patients were randomized to three groups. Patients and Methods: Fourteen men who met the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition criteria for both opioid use disorder and generalized anxiety disorder and were seeking for treatment. Intervention: Patients obtain dosages of 32 mg or 64 mg or 96 mg of buprenorphine as a single dose only and were treated in a psychiatric inpatient unit. Of 14 subjects; 5 (35.7%) obtained 32 mg, 4 (28.6%) obtained 64 mg, and 5 (35.7%) obtained 96 mg of buprenorphine. Measurements: Administering daily Hamilton Anxiety Rating Scale and interview. Results: All the patients ended the 7-day treatment time. The results showed a significant reduction in anxiety symptoms within each of the three groups (P = 0.00), but no difference in outcome between the groups (P = 0.605).
INTRODUCTION
A significant number of studies and clinical trials reveal that patients with substance use disorders have high rates of anxiety and depression, [1] [2] [3] [4] personality disorders, [5, 6] and also minor psychopathology. [7, 8] Some studies disclosed that success in the detoxification therapy of patients with opioid dependence could be prognosticated by primary psychiatric symptoms.
and anxiety can interfere with the course and prognosis of substance use disorders. Studies illuminate that opioid-dependent patients associated with anxiety or depression in the beginning of treatment might have reduced the chance to be in remission and have clean urines at follow-up than opioid dependents with a normal mood. [10] Buprenorphine, ketamine, or ayahuasca can reduce the level of depression or anxiety. [10] [11] [12] [13] [14] [15] [16] [17] [18] [19] [20] A n A m a z o n i a n b o t a n i c a l h a l l u c i n o g e n i c substance -Ayahuasca -includes dimethyltryptamine, which is an agonist of 5-HT2A receptor, and also harmine, which is a monoamine-oxidase A inhibitor. Ayahuasca lower the severity of depression and anxiety. A single dose of ayahuasca lessens the level of depression and anxiety very promptly. [11, 12] Likewise, buprenorphine medication can reduce the level of anxiety and depression straightaway. [13, 14] Buprenorphine medication which is a partial agonist of µ-opioid receptors has a high affinity for these receptors. Likewise, it binds more firmly to these receptors than full opioid agonists. Buprenorphine has pharmacological properties that are more features of an antagonist. Hence, can have considerable denotation for clinical practice. Buprenorphine has the dual influence of causing opioid reactions while obstructing the effects of extra opioid use. It is usually administered for the management of pain and opioid withdrawal symptoms.
Although some investigations indicated a reduction of depression, however, buprenorphine is not Food and Drug Administration approved nor planned, to manage depression. Clinical trials required to test its effects have not been conducted yet. Buprenorphine should be considered as possibly addicting itself. Thus, it should not be usually used for this aim. Significant investigations and also clinical trials are needed to recognize this field. We are now optimistic that research workers will open the basis for treatment of depression and anxiety in opioid dependents. [13, 15] Buprenorphine is regarded to treat opioids withdrawals and pain. [16] We are now using a single dose of sublingual buprenorphine only as a new approach for the treatment of anxiety symptoms because we consider and theorize that (our rationale) the biochemistry in anxiety is more or less similar to opioid dependence. [16] [17] [18] [19] [20] We could not find published controlled findings on this issue (single high dose buprenorphine for the therapy of anxiety symptoms in opioid dependents). Hence, our report may display a new finding.
The essential goal of the current pilot study was to test the impact of var y single high doses of buprenorphine (32, 64, and 96 mg buprenorphine) for the treatment of anxiety symptoms in opioid-dependent population.
PATIENTS AND METHODS

Subjects
All patients admitted consecutively to an inpatient psychiatric hospital in Shiraz city during 2016 entered the study. Fourteen unpaid male patients were enrolled in the study. Only males were selected for the study because the rate of opioid abuse is thought to be negligible among females. Shiraz is the Capital City of Fars Province with a population of over 1.5 million, in the South Iran. At screening, patients were examined by a physician to establish eligibility. Before each interview, we explained the aims of the research study, guaranteed confidentiality, and obtained informed consent. The interviews and examinations were done on the premises of the treatment hospital because it seemed a nonthreatening and suitable setting. Family members, relatives, or friends accompanied most patients to the hospital; this attendance provided a condition to confirm some of the data obtained from the patients. They had to meet the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition (DSM-5) criteria for both opioid use disorder and generalized anxiety disorder. Daily use of an opioid for at least 1 year was a requisite. Patients were kept out from the trial if they had a substance use disorder other than opioid.
Patients who were not interested in participation at the beginning of the study were excluded.
Buprenorphine (as a single dose only) was administered gradually when the opioid use disorder patients were moderately in withdrawal from opioids.
Procedure
The current research was a three group, randomized, double-blind study. Both investigators and patients were blind to the study. Subjects were randomized to treatment groups in consecutive numerical order by the investigational team (patients could not decide, to which group to be enrolled). The research team included addiction psychiatrist, general physician, and psychologist.
The Hamilton Anxiety Rating Scale (HAM-A) was used to rate the level of anxiety in opioid-dependent men, having generalized anxiety disorder as well.
The HAM-A was applied to the inpatients before beginning of opioid withdrawal symptoms. Subjects were studied for 7 days. Outcome was calculated by daily measurement of anxiety score based on the HAM-A, and interview.
Statistical Analysis
Statistical analyses included both descriptive statistics and inference statistical procedures. Data analysis was done using SPSS version 18 for windows (USA). Chi-square analyses were used to test for differences in frequencies, and ANOVA or t-test analyses were used to test for differences in means among the three groups. These were two-sided with significance set at P < 0.05.
RESULTS
All the 14 inpatients completed the 7-day period study. Hence, the data were gathered from 14 male opioid dependents whose mean age was 31. Regarding marital status, age, education, and employment, we could not find any statistically significant differences in groups. Table 1 demonstrates demographic features of the patients. As we note, there are not any significant differences in their demographic features. Table 2 represents anxiety scores of the groups during 7 days of treatment time. As we look in 32-mg group, we note that there are significant statistical differences in anxiety scores between day 1 and day 7 (P = 0.001).
Similarly, there are significant differences in anxiety scores between day 1 and day 7 both in 64-mg group (P = 0.000) and 96-mg group (P = 0.00).
Comparing the mean anxiety scores in three groups, we cannot see any significant differences. Figure 1 portrays the anxiety scores from day 1 to day 7 in all groups.
DISCUSSION
The results showed a significant reduction in anxiety symptoms within each of the three groups (P = 0.00), The current clinical study displayed that a single high dose buprenorphine appears to be significantly efficient, safe and helpful. This trial suggests that buprenorphine can supply a simple, speedy, safe, and suitable means of treatment of anxiety. Giving buprenorphine medication as single high dose looks to lower concerns of compliance, in addition to decreasing the possibility of buprenorphine being diverted for dependency and abuse. Likewise, the cost benefits appear to be favorable, primarily while considering the chance of using for outpatients without a necessity for admission to a hospital. Still, the findings of this research require to be repeated in a larger sample with a control group receiving a conventional mode of treatment and in an outpatient center.
CONCLUSIONS
The results illustrated a significant reduction in anxiety symptoms within each of the three groups, but no difference in outcome between the groups.
Our findings documented that giving a single high dose of buprenorphine might provide a simple, speedy, safe, and suitable means of anxiety reduction. A single dose of buprenorphine could be a new mechanism medication that provides a rapid and sustained improvement for anxiety symptoms in opioid-dependent patients. Placebo-controlled clinical trials of longer duration are required to test efficacy, safety, and psychological and physiological effect of extended exposure to this medication. 
